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u m m * 



1. ^ItIIWM, ^gPlM^tiMlfio 
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a ffl m * 1? JI2/2W 



12. ^ij^* i ^jo^,^mmmmmmmmm^m^ o mm 

6000mg/A^c£iJ 0 SI^J 100mg/kg/Ao 
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u m =fi 



mi/3131 



#^#^£2004^5 10 BJl^JtHUfW^ii No. 60/569,559 0<J 
RolCA86412 ^Hfflffl^S^ BC010287 ift^o MiW^ill 

Wffi&ffi 0&&W®M{Schizophyllum commune), JlT^f4) -^#25 
451, #.Bifi?ilr£ft4HP*W. B£q^^i£#£»itt 
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tt m ^ SI2/31W 



M^Sf"^ (lfI|if(5flccWomj;cej cerevw/ae)) Ji^ifeftj (3(1,3)-^^ 

M ffl #P St ffi f 0 # ^ M {Corynebacterium 
mg&Wi^ f^^i> 5^ft(krestin), it JH»(grifolan) «^$f 

M^»^^Bi^'i4^p-^mff , mmm^^m^o wmm^wm 
mm-m^mmmmm^ (gm-csf) m^m^K^mmuo 



5 



200580018895. 0 



tt m ^ H3/3131 



mm^mtw il-i tnf B^^aeifeST^w^L^^t^c 

tf]^MWMW$L (whole glucan particles) SH5ff'J> ^^^f^^M^W 
(infectious agent^it^W^ft^^^^P^^^ «S^A^ 
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itt m ^ Jfl4/31W 



6000mg/^i£^ 0 3\&i 100mg/kg/^ o 

m 5 HHzK P »J* 2mg 20mg WGP mff 8 ® . 

s 6 ^M^-iti 4 ^ro^osift 2 mg /kg wgp mwt^mm* 

miMEr^mmiO^jB^ 13.3mgfP 1.5mg WGP^#lft£#WSL 
ffl 9 ^M^£2 60 CoyMI^ B6D2F1/J /MSS^f IffMfJM 
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itt m ^ SI5/31W 



±i®mmw& (wgp) ^aim^mnmmmmm* 
mtjm&mmwiWffi, ffl&m&mmmmfto m& 

&mimnMi?o wgp m-^m^mm^^m, #&mm^m 

No. 4,810,646s 4,492,540. 5,037,972. 5,082,936. 5,250,436. %U 5,506,124 
%M%&t* JEJtffl^!] No. 5,223,491 ffl 5,576,015, &J&ilil3IJBl£££ 

^l.Sii^iMiaWi^^^^ i Wil^WSIi^iltW^ 

IflJ, #!l£p£ Donzis WUffl^lJ No. 5,702,719 ^#t3£|»#o MfflfS 
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tt m ^ JI6/31W 



&ffi&ffift&$*(ft%fc%Ll5lMW!M.hk Biopolymer Engineering, Inc., Eagan, 
MN W&ffi WGP™ Beta Glucan BetaRight™o 

No. 5,223,491 fP 5,576,015, fektMvt^fBi^^Ufa^RA^in = 

^ltb^f32&B^^^(3(l,3:l,6)-«^^P-#^^J (agent) £KjS^, 
^^(3(l,3:l,6)-^|glt$IJ^^^^^#®^M^(priming)^#M^^^'J 

Peyer MMM^Mm^^ ^ #J0T BM ttP(l ,3 : 1 ,6)-«IR«| . it IHIf M 
J&MPeyerlEf*j, |&EHi*0J^rt isi!j#fil*J , £4># 

ffi|RftiC3b«° «R, ^jftJ^fa^SWltt WGP t£PJj&$E*HJ3&if 

^flO^m. #r3£*^3£f£7 CR3 ftM3t#l/^B^° iIilP$jffiSH$fM 

tWillgiilt wGP$^is?iJ#ft, ^tpi&wgp ft^f?nra 

P- m M m * — f t £ £P ft 4 tl ^ M £ il U ftj (biological response 
modifier, BRM), ^l^&^J&^^&^feJ&ST (GM-CSF) §^ 

w^-^^j«ifiL^ (jfiiifflm^^)= ^^^^fflWip-^^n iatt , 

jHSfcJB BT^ttp-«^»f , m^M&&ffi®LBBftjfem%^M (Patchen 
M. L., et al.,J. Biol. Response Mod. 3:627-633 (1984); Patchen, M. L., et al, 
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tt m ^ SI7/31W 



Experientia 40:1240-1244 (1984); Petruczenko, A. Acta. Physiol. Pol. 
35:231-236 (1984) %tt Patchen, M. L. and T. J. MacVittie., Int. J. 
Immunopharmacol. 7:923-932 (1985)). mBJbMI&^P-IBWmH , ^U"f 
500-900cGy y Mi&ffy^WL&W&fiL&iM^ Jfe^If^lili+tWil 
tfi'Will (Patchen, M. L. and T. J. MacVittie. J. Biol. Response Mod. 5:45-60 
1986 Patchen, M. L., et al, Methods Find. Exp. Clin. Pharmacol. 8:151-155 

(1986)). ^miim^, p-mmmmmmkfTmmmmmmufc (Matsuo, 

T., et al, Jpn. J. Cancer Chemother. 14:1310-1314 (1987)) 
(Wagnerova, J., et al, Immunopharmacol Immunotoxicol 15:227-242 (1993) 
m Patchen, M. L et al, Exp. Hematol. 26:1247-1254 (1998)) ^^#§1 

ftmm 9oo-i2oocGy MMM'bM*)£.w<> 

gm-csf m (il-3) h, p-^^Ris^jiiiitJflLT nmm^mmm 

(TurnbulL J. L et al, Acta Haematol 102:66-71 

(1999)). £ gm-csf ^ff^^wimx^ jf 

iW^6<]Hf-M4i^^ (AFRRI) mAXV-MMmnmTUtf 3 

(GALT) t^gi^I, tt&&^M&m^^tf)W£ 
M*&kft, B^mnMfeffl Shitake WMft^tfi (#^it) m 
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tt m & ms/zm 



fcH, PlRP-^IHIS-lfcB^M^tB^^SIfeW^tt (Hotta, H., IC. et al, 
Int. J. Immunopharmacol 15:55-60 (1993) Vetvicka, V., K. J. Amer. Nutrit. 
Assoc. 5:1-5 (2002)) fPjrCW^fiWti (Nanba, H., K. et al, Chem. Pharm. 
Bull (Tokyo) 35:2453-2458 (1987); Suzuki, L, T. et al, Chem. Pharm. Bull. 
(Tokyo) 39:1606-1608 (1991) %Q Toi, M., T. et al, Cancer 70:2475-2483 
(1992)). ^TS5!i£l:H<JJ«, p-^^Hil3S$iJvl^±^^P^fP#lf 'J 

m^nm^mmmmmmm&^Rmfcm&Rmm (onderdonk, a., et 

al, Infect. Immun. 60:1642-1647 (1992) %\ Kaiser, A. B. andD. S. Kernodle., 
Antimicrob. Agents Chemother. 42:2449-2451 (1998))° 

^mtLMM, ^mmm nk mm, m-r^^m^^r ^^uim^ 
mm^^M^^^^wmmmtio ^mmm> ¥¥imm, a(i,4>5£& 

v-Mmm^mm^i&m-m&mnmmmmm* ir^, iC3b^ 

W CR3 (til^# Mac-K CDllb/CD18. ^a M p 2 -ii!fi) M^rUAW^ 

nlS^ifflB&S^^S^ffl (Ross, G. D., et al, Complement Inflamm. 
4:61-74 (1987) #1 Xia, Y, V. et al, J. Immunol 162:2281-2290 (1999))o 

Mac-i/cR3 ^m^^wBrnmrnmrn^mmm^^RW^^mj^ 

rtffiL±%MmWJ&ffiU&&&!ttfo&} iC3b jtSWf#. Mac-1/CR3 
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tt m ^ SI9/31W 



^m^nmMmmmwtmm (gpd smm^mm fc Y riiib (CDi6b> 
^upar(cdb7) mmm%.&m#im% , &%&mfimm&&wmT& 

mm^mm gpi mmm^m^mmmmtL^. m% M ac -i/cR3 imm 

Mac-1/CR3, mVfM^^i iC3b ^SWJ3t^^MW^Jifi*WE»i 

\>xmm$± (5xio- 8 M) ^nmm^Mm p-nnn^, j&Bzhr&mm 
mm nk mmm^w, mj&im.^^ \c3b Bmmmmmmmmmm 
m*mm<, ^^Mtc3 (##3) m^mm cr3 m^w^m^^^i 

WMW^Ws^VfrMttf) iC3b%n&mM±tf) CR3 (Vetvicka, V., et al, J. 
Clin. Invest. 98:50-61 (1996) #1 Yan, J., V. et al., J. Immunol. 163:3045-3052 
(1999))o 

Dectin-i ixrn p-nmmMm^mn^w,^RTMmmmmmm 

x«#6u#bi^^, ii^cr3^ (CDiib- y ) ^mmmmn^E. 
mmm^Mi^^mm^muo NK^m^iiDectm-i, 
«^w*a^M, ^ffl cr3 ic3b mmmimmmm^mw^ 

tto Slth, Dectin-l p-Mlt^tt^^jf^fflM^ttl^P^J^mS^ 
m^EBl^l&W^oT^^ffi^^^^ll^IlJ^W WGP-DTAF ftj&it 
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m U 3S10/31M 
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tt m u asii/3im 



tz*. 
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1ft m U 3S12/31M 



ftTmf Titbit, ^m&inmmmmmfiummtein^mmwo 

SUB, ^««EISf— jSRT^*^TM»=^: (0 ^^Mft^m,- (ii) VI 



15 



200580018895. 0 



m U 3S13/31M 



M° mffi&m&ft}*^ (CDC) gmriAiiE^BT(^ B n pft l ^#Kfti)i 

m^%d akwmm, &mz>^ ^im^m^m^)* &mmvB&m 

Ao 

S^WTO^^flf^A^^, teif^^^^¥^ 100 TTMTO 

450,000 ^g:£ffljfn.$^0!l. 
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ift m U 3S14/31M 



^pffli^lMIW, te/^SfcK attW^; MJS^fli, ^i&a 

mm^&mm (hcv> ^^«^^^-^^,-&^^nM^it 

So 

iato&ttffi*. 2 £j 7 ^wiHMfe. awe, 

M-ffim (RV) ^/>ftN 5c^li^*, (^W20^M 

W) t^+MMWMiti (rna) sa^o rv if/Miti 
rv ^ifeftj- Rvias^^^^oBt^^tt^^^i'jTfi^^M 
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1ft m U 3S15/31M 



#^MM3HM (ICAM-I)o A#B)Effl|i3g^Xt4H^fl«i^jfit#^iS 
ICAM-l, ^Wftl^rt^flll^Pfi^fl&^fHJW^- RV jli±>& ICAM-1 
f^^^l#W^W^!lffi ICAM-l, -^RV j&yf Mife-hiH TA#±^^3 
j^J:Wicam-i ^ii, ^{gi#Mlfe^«o 

RV (J^ft^^ 33 fij35°C„ RV^#aT^^r*JfeJt*J. & 
^^^#RV^#^^#ilitfP±^t : ^W^«fitkgf!|,>fM^ 

mwtmm^ wM^n^ns^, ^fmM^m'jnm (rsv> ^rtiu 
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m U 3S16/31M 



WGP HH&Bttof&l-S- 

m m mm m m & m to m - 

&ffiffliWl%ffiWB^(S. cerevisiae), W&SL&ffife^S. delbrueckii), 
WM-^(S. rosei), /h#HH^^#(S'. microellipsodes), -^fcM{&WB^(S. 
carlsbergensis), ^^W^MW-^iS. bisporus), 'M.W'^^W-'^iS. fermentati), 
^■&:WW^(S. rouxii), WMWBMMMiSchizosaccharomyces pombe), 
fS JtL # £t ft W # (Kluyveromyces polysporus) > S fix M g£ # {Candida 
albicans), |^#1^I«(C cloacae), ^3HFiMI$^(C. tropicalis), f^U 
iU&m^CC. utilis). W&fcW&&M^(Hansenulawingei). Kami, 
ft$jibft@l#(//. henricii), ^WUA$M^(H. americand), 1)\]^±$L%k 
fcmM(H. canadiensis), WmUMfcWM(H. capsulata), ^MUMfcMM 
(H. polymorpha), ^%%M^^ft-^M^iPichiakluyveri), Eli^^R 
WH{P. pastoris), &M^0l£W-&(P. polymorphd), &ft&j&0RM&(P. 
rhodanensis), Hf^lJ ft ^^ftSWCR ohmeri), ^^tykW^iTorulopsis 
bovin), %tiytmMMBn(T. glabrata)* 
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m U 3S17/31M 



o 

:£±&W«HWHltMt (3(1,6)-^ P(l,3)-^^^«^lt^^pT?#^ae 



20 



200580018895. 0 



m U 3S18/31M 



^a^j^^j o.i ^ io.o ^j^^^amitfi^a 

tUfc^Itt, U&vS&M*} S0°C%m 100°C, l^MJW^ 0.75 

-Miffl^i^awnt^ io si^j 500 ttmm* 

p h mm 2.0 3m 6.0 mmmm^mmm<imim%» 
m 2o°c?ij^ ioo°cw^T«f«^^a 0 n^'M^m.m^, mn\t 



nmrn^mmmm^ 5 3m 30%, ^mtmtm^ 1 3m i5%sSo 



21 



200580018895. 0 



m U 3S19/31M 



22 



200580018895. 0 



1ft m U SI20/31W 



M^l 3%iiJ^ 4%Mo ^AkaB^f^W^^^«rAW^M7W^ 

rti^^^wm.^^ o.i nj^ io.o ^mwmw&$7Kmm^mfm 

Imikm (HCi), (H 2 so 4 ) sR¥^WAbS^7jcft¥-p(i,3)-^li, m&U 
^P(i,3)-^^»oPl^flrW^^o.i iO^j io.o 5£«IR*S*ftfl«i7K 

w^i«io Rr&ffiM^r 2Q°cnm lo^cmumr : mfm&.m. vtT&mm 

#|$C (K0 ^c^^bSHtrS]: 
Ki =-0.0021 (HtfSJ) + 0.26 



23 



200580018895. 0 



itt m 15 3S21/31M 



K,= (^^@T)x(^#^i^#^R) ; rfn 

ti ^#|R(hydrodynamic volume);^ 4" #f t&$g #J#fR 

PjtJjir fi^lltill^ (Hassid et al, Journal of the American Chemical Society, 
63:295-298, 1941)o 5,223,491 ^W&7 m^ftMm^K 

ito «H#*iJ No. 5,702,719 + lli*Tffi«J#1t»iW p-«3Uf W^T 

i.o«p£H'>^ 2.o«^M^^^»i^M^lif !K tic JSfliM 
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1ft m U SI22/313T 



&WiW^1^M<. ^-#«7«^«W 10mm 

Wg^l^MM^&tJWi^^^^M^faMW^^^Wi (80 mm 

RrtL&X'H*l% 0.007 ^\f"^ 0.178mm) o ^^{fl^M^W^ 
^nJij^iMlg, 80 6^5fc#?LK tllfa^o Milff^iF^ 

vtm&m&ffim 1 Mmmnrmmmmn^, w&m&% 1.0 « 

0.20 »fc£H'K »WilfM^^^±«!±l^W 



mm 
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1ft m U SI23/31W 



im^Mmm, %ik$u m&m> mmM^ ±mmw 
Mum* vti&ttimwM.'kRttb' imu^m<&M%?$i° mzs—mmtw peg 

mmm^ ^mmm^ mmmm> mn=.&> mmm* 

Mo *m.&^&& t MVfmm> %m> xm> m*. w 

ffi&fofiMnS $t*sHl« sorbitani trioleas, JW^Pfc^CSS 

ftm»$&^^&&}MW^ mmm^ mmrn, mmm^ %&m* 
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1ft m U SI24/31W 



ft 1975 %l 9 M 2 SJKfit! Robert fftUffl^J No. 3,903,297 ^#g3£ 

Tffl^^J^^^W^ffflW^JM^^Wft^^a^*: 7 Modem 
Pharmaceutics, Chapters 9 and 10 (Banker & Rhodes, Editors, 1979); 
Lieberman et al, Pharmaceutical Dosage Forms: Tablets (1981); Ansel, 
Introduction to Pharmaceutical Dosage Forms 2nd Edition (1976) Q ^^^^ 

mjj^, mmmmii\MWffiMMLj&& m*i o 3m 6,ooom g /^^isii^ 

200ug/^^1] 666.6ug/^o 
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1ft m U SI25/31W 



32 K Balb/c /Jn 4 «1 8 R/Jn !L 

^. Is Ktt^M (W3H 2 0); 

£1 2: Imucell WGP UI^H (Biopolymer Engineering, ^ 100ml H 2 0 
^"W 20mg/kg) ; 

itmm 8^ft,mim2 ^^mi pm^t^jsz^^ b-d 20 

Cl&^rt, jHOLD 50 (10 256 TCID 50 ) ^^^/h^rt^E-fe^A^ 
A/PR/8/34 # f*J S^/h H o 

(HAU TC1D 50 ) i¥WtPa^^*ic 

• 3E£l2: ^H^4^;^h4K^JtJ (50%^), Mi¥#St 

• m 0 ^(mm 
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1ft m U SI26/31W 



• m^zhw (mr—Ps) &m%k0m 9 ^Mti 

(1) ^ l: (%#stp^> m+n ora i: 

(2) ^2: ffiW^&Tlt (HAU f P TCID 50 ) it^fcUftj^^fi. 

(3) ^3: (%#STP$) fftitlf (^fl2) 0 

(4) ^4: mm^miA^m^m (M2> 0 



5 mk&tt&}%}®) 



















mm 






H 2 0 


15.58 


16.18 


14.85 


12.05 


NA 


8.2 


25.5 


H 2 0 (2#) 


15.21 


16.28 


13.52 


13.62 


NA 


16.9 


16.3 


H 2 0 (3#) 


15.75 


16.34 


14.85 


14.11 


NA 


9.1 


13.6 


H 2 0 (5#) 


16.18 


17.10 


15.27 


14.63 


NA 


10.7 


14.4 




15.68 


16.48 


14.62 


13.60 


NA 


11.23 


17.45 


SD 


0.40 


0.42 


0.76 


1.11 




3.92 


548 


wgp hirsi 

(17#) 


16.54 


17.01 


15.18 


13.17 


NA 


10.7 


22.5 


WGP 
(18#) 


16.96 


17.31 


15.28 


15.11 


NA 


11.7 


12. 7 


WGP IIS 
(19#) 


16.88 


17.18 


15.93 


13.09 


NA 


7.2 


23.8 


WGP *Ifetg 
(20#) 


17.47 


17.70 


15.95 


13.77 


NA 


9.8 


22.2 




16.96 


17.30 


15.59 


13.79 


NA 


9.85 


20.3 


SD 


0.38 


0.29 


0.41 


0.93 




1.93 


5.11 


ifc£fcffl (#25) 


16.42 


17.32 


15.90 


14.23 


NA 


8.1 


17.8 


*Afc3 (#26) 


15.99 


15.80 


14.72 


12.25 


NA 


6.8 


22.4 


*&fcS (#27) 


14.85 


14.73 


14.77 


12.50 


NA 


5.5 


20.0 


(#28) 


13.80 


16.16 


13.48 


11.33 


NA 


8.4 


23.0 




15.27 


16.0 


14.72 


12.58 


NA 


7.2 


20.8 


SD 


1.18 


1.07 


0.99 


1.21 




1.33 


235 



na: y^mm (BP^tsf*iffiTH) 
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itt m 15 SI27/31W 



(£& l *n 4) 4", MflJMWIf^fto 



2: BMP^ftic* 5 ^ (MSI)) 





ha u/im 


1 nil 








H 2 0 (1#) 


zU 


in 3 4 


H 2 0 (2#) 


20 


10 35 


H 2 0 (3#) 


120 


10 


tiiO (5#) 


OA 

ou 






60 


10 41 


SD 


49 




WGP«ff (17#) 


160 


10 475 


WGP«H (18#) 


20 


10 45 


WGPMSSIt (19#) 


20 


10 35 


WGPmWW (20#) 


60 


1Q 4 75 




65 


10 44 


SD 


66 




^£bSI (#25) 


80 


10 42 


*£hJ! (#26) 1 


80 


10 46 


**fc31 (#27) 


80 


10 52 


3c£hil (#28) 


40 


10 44 




70 


10 46 


SD 


20 
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1ft m U SI28/313T 



3: ^^at?#m^p#s^ (%#htp$) ^jit# (Mia 2) 





(£) 
















mm 


H3^ 




H7^ 


H 2 0 (4#) 


18.38 


18.19 


?Et: 






NA 








H 2 0 (6#) 


18.07 


18.64 


17.63 


15.30 


13.58 


NA 


5.4 


17.9 


27.15 


H 2 0 (7#) 


17.25 


17.35 


15.60 


12.94 


12.09 


NA 


10.1 


25.4 


30.32 


H 2 0 (8#) 


14.16 


14.87 


13.45 


11.58 


10.00 


NA 


9.5 


22.1 


32.75 




16.97 


17.26 


12.23 


13.27 


11.89 


NA 


8.33 


21.80 


30.07 


wgp mmm 

(21#) 


14.90 


15.15 


16.50 


11.50 


10.17 


NA 


8.9 


24.0 


32.87 


WGP 

(22#) 


15.59 


16.39 


15.05 


12.95 




NA 


8.1 


20.9 




WGP M^lt 
(23#) 


16.08 


17.84 


13.25 


14.88 


12.78 


NA 


25.7 


16.5 


28.36 


WGP «^$g 
(24#) 


16.02 


16.89 


15.70 


14.72 


13.17 


NA 


7.0 


12.8 


22.02 




15.65 


16.57 


15.13 


13.51 


12.04 


NA 


12.43 


18.55 


27.75 


SD 


0.54 


1.12 


1.38 


1.60 


1.63 


NA 


8.88 


4.92 


5.45 


*£bH (#29) 


15.02 


16.16 


14.47 


12.75 


11.28 


NA 


10.4 


20.8 


30.20 


*&hi! (#30) 


17.12 


18.31 


16.34 


14.05 


12.27 


NA 


10.7 


23.2 


32.99 


*£tJl (#31) 
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